Discussion on the Use of Salvarsan and Neo-salvarsan in Diseases other than Syphilis.
Opened by BYROM BRAMWELL, M.D.
DR. BYROM BRAMWELL, in opening the debate, said that when he was invited to undertake that function he stated that his experience of the drugs, except in pernicious anmemia, was so limited that it would not be worth anything at present, but he would be delighted to give his experience with salvarsan in cases of pernicious anaemia.
He would give a brief resume of the cases of pernicious anmemia in which he had employed the drug, and leave his hearers to draw their own conclusions as to the results. It was now thirty-eight years since he treated his first case with arsenic, and he was now in a position to mnake comparisons of the effects of the two drugs. When salvarsan was introduced, it occurred to him that although arsenic did much good in a large number of cases of the disease, yet it only temporarily cured them, and therefore it might be well to try salvarsan.
Case I.-The first case in which he used salvarsan was that of a man, aged 49, an electric hoist man, formerly a soldier. He was admitted to Edinburgh Royal Infirmary on October 12, 1910. A year previously he had seen him, and treated him with arsenic, and he had temporarily recovered. In September, 1910, he caught cold, his anLemia relapsed, and he came into the Infirmary with all the symptoms in marked degree. The red cells numbered 1,035,000, and the colour index was 1'5. At first he was treated with gradually increasing doses of liquor arsenicalis until he was having 12 minims thrice daily. On December 21 he had 0 2 grm. of salvarsan intramruscularly, and three subsequent doses-namely, on January 5 and 19 and February 9. The chart (shown) proved that there was great improvement, the index coming down to practically normal. The blood was last examined on M-29 March 7 last, when the red cells numbered 4,210,000, the haemoglobin 85 per cent., and the colour index 1. In July, 1911, he marched 25 miles with the Territorials, from Kilmarnock to Troon, without difficulty. When the count in March, 1912, was made, Dr. Bramwell sent for the man to come to his clinic; it was at the time of the railway strike, and he accordingly had to walk 10 miles in order to reach the nearest point to procure means of conveyance; he arrived at the Infirmary fresh and well, and apparently had remained in perfect health.
Case II.-A woman, aged 40, who was admitted in November, 1910, suffering from pernicious anemia of four months' duration. She was treated with increasing doses of arsenic with some improvement. On December 24 she was first given salvarsan, and had four doses in all. The reds increased from 1,450,000 to 6,210,000 on March 7, last year; haemoglobin 120 per cent. and the colour index 0 9. A few days ago the red cells were 5,260,000, haemoglobin 100 per cent., and the colour index still 0 9. In all his experience of pernicious aneemia he had never seen a result like that, in which the red cells mounted over the normal, by any plan of treatment. During the past two years she had had one or two attacks of biliary colic, and niight have to be operated upon; but in other respects she remained in good health.
Case III.-A woman, aged 54, whom he had for a long time under observation suffering from pernicious anmemia. He first saw her in 1905, and she died in September, 1911. She was more than once in the Infirmary. When she came first her blood count was very low, but under arsenic and iron she made a very remarkable recovery; it was one of the few cases of pernicious anmemia in which he had seen iron, in the form of the Blaud pill, do good. She relapsed, and was readmitted in a very serious condition indeed. As a last resource salvarsan was tried, and the patient improved in a remarkable way for a time. She had another relapse, from which she slightly rallied temporarily. She discharged herself, against advice, and died on September 5, 1911. During her last stay in hospital she had severe hypostatic congestion of the right lower lobe.
Case IV.-A married woman, aged 41, who was admitted to the Infirmary on March 28, 1911, her illness having commenced in December, 1910. She had extreme pernicious anemia; the blood count was very low, but the colour index not very high. She was first given salvarsan on April 6, and had another dose on April 21. The blood count and colour index both increased. She was a very intelligent woman, but very poor, and as she had heavy family re-sponsibilities was obliged to discharge herself. She had no treatment after that, yet a year later when sent for he found her looking extremely well, compared with her former appearance. The red cells then numbered 3,880,000, and the colour index 0 7. The improvement had continued, and this month the reds were 4,110,000, haemoglobin 75 per cent., and the colour index 0 9; yet in the interval she had done all her housework, including washing. She had had no treatment except the two doses of salvarsan.
Case V.-A man, aged 50, a mason, who was admitted to the Infirmary in May, 1911. His illness had commenced six months previously. He had two doses of salvarsan, but there was absolutely no improvement, and he died on June 24.
Case VI.-A man, aged 31, farm servant, admitted May 17, 1911, suffering from marked pernicious anaemia. He had three doses, but got worse, and his friends removed him. The reds were 600,000, haemoglobin 19 per cent., colour index 1P6. It was not expected the man would live more than two days. On being taken home he remained comatose for ten days, and then began to imnprove. Dr. Bramwell met his doctor some time later, who told him the man was quite well. He came in November by request to be examined, and then the reds were 3,100,000, heemoglobin 66 per cent., colour index 11. He remained well until February, 1912, when he h-ad acute croupous pneumonia, and died. He had not had a blood relapse. Dr. Bramwell did not claim that the improvement in this case was due to the salvarsan, but it was worth while keeping the case in mind; and it was perhaps not unreasonable to suppose that the effect of the drug persisted many weeks, perhaps some months, after its injection. In two fatal cases which he had examined post mortem, the salvarsan was more or less encapsuled in the deep tissues of the buttock; so that it was probable a gradual absorption might go on for months. Case VII.-A man, aged 55, admitted October 24, 1911, with very marked pernicious anaemia. He improved very considerably after one injection of salvarsan, but developed broncho-pneumonia, and died on November 5. He could not say whether the broncho-pneumonia had any relation to the salvarsan. Case VIII.-A man, aged 25, an engineer, who was admitted on October 3, 1912. This was a very severe case of pernicious antemia to look at, although his blood count was not as low as in many cases Dr. Bramwell had seen. In this case the pernicious anmemia developed at the age of 20. He was temporarily cured with arsenic, but had a relapse M-29a in 1909; was again cured, and relapsed in 1910; was again cured, and had a second relapse in 1910. His fourth relapse was in January, 1912, when he was again cured. He was not in the habit of taking care of himself-he went for long drives in a motor-car, when he often got wet through, and he frequently neglected his meals. He then came with his fifth relapse of pernicious anaemia, and had two injections of the drug; but there was no improvement, and he died ten days after admission. Dr. Bramwell's experience of salvarsan was much the same as his experience of arsenic-viz., that the first attacks did much better than relapses, and that after several relapses treatment was almost hopeless.
Case IX.-A man, aged 72, admitted on August 29, 1912, with very marked pernicious anemia. His reds numbered 1,055,000, haemoglobin 26 per cent., colour index 1i3. He had three injections of salvarsan and improved considerably. When discharged on December 6 he looked well and said he felt well. The reds were 3,450,000, haemoglobin 75 per cent., colour index 1P1. Soon after discharge he relapsed, and was readmitted on March 3 in much the same condition as when first seen. He had one injection of salvarsan on March 11, and had remarkably improved; his colour was good, he felt better, and looked a different man. The fact that he relapsed so soon after his discharge was very significant, and he feared there would be other relapses, and that he would ultimately succumb to the disease. Case X.-A man, aged 59, admitted to hospital on December 9, 1912; he had been ill a year. He had very marked pernicious anaemia, the blood being highly characteristic, with swelling of the feet, &c. After two injections he made a most remarkable recovery. It was one of the most successful cases he had ever seen. He last saw the patient on April 8 when he was walking about feeling well. His reds were 3,850,000, hmoglobin 78 per cent., and colour index 1Ol.
Case XI.-A man, aged 58, a railway guard, admitted January 11, 1913. He had been ill fifteen months, had been treated with arsenic, and had had more than one relapse. He did not look a bad case, and his red cells did not indicate that he was. He had three doses of salvarsan, and there was some, though not a great deal, of improvement; it seemed as if the remnedy would not have much effect on him.
Case XII.-A man, aged 42, admitted December 16, 1912. He had been ill three years and nine months, and had been under the care of a distinguished London physician, who said the blood was in a very serious condition when he saw him. He attended at Edinburgh because of subacute combined paralysisa typical caseassociated with anmmia. The colour index was 1P4; that was a point strongly in favour of pernicious ancemia. He had seen several cases, proved post mortem, in which subacute combined paralysis was associated with pernicious anaemia. He hoped that this man's anaemia would be improved by the salvarsan, but that hope was not supported, though there was some improvement in his general state. On February 22 the spastic stage was replaced by the flaccid, and he became much worse, and died on March 22. Post mortem, all the characteristic features of pernicious anaemia were found.
Case XIII.-A man, aged 41, admitted March 29, 1913. He had been ill, off and on, for two years, having had several relapses, which had been successfully combated with arsenic. He had one injection of salvarsan on March 30. When he came in the reds numbered 1,210,000, heemoglobin 40 per cent., and the colour index 1P6. He was very yellow, the conjunctive were deeply stained, and his general condition was very unsatisfactory. So far there was no improvement following the one injection. When last counted, on April 4, the number of reds had fallen slightly-namely, to 1,150,000.
Dr. Bramwell had related all the cases in which he had given the remedy, whatever the result, and comparing the results with those he had achieved with arsenic, which he introduced in 1875, he was certainly favourably impressed with salvarsan. He had seen remarkable temporary cures under arsenic; but in any series of thirteen cases he had not seen such good results under arsenic as in these thirteen in which he had used salvarsan. The series showed that in some cases there was no apparent benefit, but in others there had been very remarkable improvement. Two years was the longest time since any of the cases were treated, therefore he did not know whether they were likely to relapse, but he regarded salvarsan as a remedy of very great use in the treatment of pernicious anemia.
The PRESIDENT (Professor W. E. Dixon, F.R.S.) said it had been a great treat to him to listen to the fascinating and easily followed account which Dr. Byrom Bramwell had given of the effects of salvarsan and arsenic in the treatment of pernicious anmemia. He was himself unable to enter into a discussion of the merits of the question, but he could not help feeling that the way in which these arsenical organic compounds behaved in pernicious anmmia was closely analogous to their behaviour in diseases occasioned by protozoa-he meant especially trypanosomes. If one injected animals suffering from nagana with salvarsan, for a time they seemed to be cured; the parasites disappevred
